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Neiswahder 



Sir or Madam: 

The citations listed below, copies attached, may be material to the examination of the 
above-identified application, and are therefore submitted in compliance with the duty of 
disclosure defined in 37 C.F.R. §§ 1.56 and 1.97. The Examiner is requested to make these 
citations of official record in this application. 

The following patents are referred to in the body of the specification: 

U.S. Patent No. 4,683,195 issued July 28, 1987 to Mullis et al\ 
U.S. Patent No. 4,683,202 issued July 28, 1987 to Mullis; and 
U.S. Patent No. 4,965,188 issued Oct. 23, 1990 to Mullis et al 

The following printed publications are referred to in the body of the specification: 

• Russell et al (1979) "Specific-locus test shows ethylnitrosourea to be the most 
potent mutagen in the mouse," Proc. Natl. Acad. Sci. USA 76:5818-5819; 
Hitotsumachi et al. (1985) "Dose-repetition increases the mutagenic 
effectiveness of N-ethyl-Af-nitrosourea in mouse spermatogonia," Proc. Natl. 
Acad. Sci. USA 82:6619-6621; 
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Shedlovsky et al (1993) "Mouse Models of Human Pheynlketonuia," Genetics 
134:1205-1210; 

Marker et al (1997) "Spectrum of Bmp5 Mutations From Germline 

Mutagenesis Experiments in Mice," Genetics 145:435-443; 

Zambrowicz et aL (1998) "Disruption and sequence identification of 2,000 

genes in mouse embryonic stem cells," Nature 392:608-611; 

Maniatis et al (1987) "Regulation of Inducible and Tissue-Specific Gene 

Expression," Science 236:1237-1245; 

Voss et al (1986) "The role of enhancers in the regulation of cell-type-specific 

transcriptional control," Trends Biochem. Sci.l 1:287-289; 

Dijkema et al (1985) "Cloning and expression of the chromosomal immune 

interferon gene of the rat,'* EMBO J. 4:76"! -767; 

Uetsuki et al (1989) "Isolation and Characterization of the Human 

Chromosomal Gene for Polypeptide Chain Elongation Factor- la *,"J. Biol. 

Chem. 264:5791-5798; 

Kim et al (1990) "Use of the human elongation factor la promoter as a 
versatile and efficient expression system," Gene 91:217-223; 
Mizushima and Nagata (1990) "pEF-BOS, a powerful mammalian expression 
vector," Nuc. Acids. Res. 18:5322; 

Gorman et al (1982) "The Rous sarcoma virus long terminal repeat is a strong 
promoter when introduced into a variety of eukaryotic cells by DNA-mediated 
transfection," Proc. Natl. Acad. Sci. USA 79:6777-6781; 
Boshart et al (1985) "A Very Strong Enhancer is Located Upstream of an 
Immediate Early Gene of Human Cytomegalovirus," Cell 41:521-530; 
Kohler et al. (1993) "Spectrum of Mutation and Frequency of Allelic Deletion 
of the p53 Gene in Ovarian Cancer," J. Natl. Cancer Inst. 85(1 8): 1 513-1 519; 
Greenman et al. (1998) "Identification of Missense and Truncating Mutations in 
the BRCAJ Gene in Sporadic and Familial Breast and Ovarian Cancer," Genes, 
Chromosomes & Cancer 21(3):244-249; 

Zielenski and Tsui (1995) "Cystic Fibrosis: Genotypic and Phenotypic 
Variations," Ann. Rev. Genetics 29:777-807; 
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Dean and Santis (1994) "Heterogeneity in the severity of cystic fibrosis and the 
role of CFTR gene mutations," Hum. Genet. 93(4):364-368; 
Sessa et al. (1997) "Autosomal dominant polycystic kidney disease: clinical 
and genetic aspects," J. Nephrol. 1 0(6):295-3 10; 

Watnick et al. (1997) "An unusual pattern of mutation in the duplicated portion 
of PKD1 is revealed by use of a novel strategy for mutation detection, " Human 
Molec. Genetics 6:1473-1481; 

Veldhuisen et al. (1997) "A Spectrum of Mutations in the Second Gene for 
Autosomal Dominant Polycystic Kidney Disease (PKD2)," Am. J. Hum. Genet. 
61:547-555; 

Schulte-Merker et al (1992) "The protein product of the zebrafish homologue 



ot the mouse i gene is expressed in nuclei of the germ ring and the notochord 
of the early embryo," Development 116:1021-1032; 

Hermann et al. (1990) "Cloning of the T gene required in mesoderm formation 
in the mouse," Nature 343:617-622; 

Smith et al. (1990) "Expression of a Xenopus Homolog of Brachyury (T) Is an 
Immediate-Early Response to Mesoderm Induction," Cell 67:79-87; 
Blum et al. (1992) "Gastrulation in the Mouse: The Role of the Homeobox 
Gene goosecoid;' Cell 69:1097-1106; 

Izpisua-Belmonte et al (1993) "The Homeobox Gene goosecoid and the Origin 
of Organizer Cells in the Early Chick Blastoderm," Cell 76:645-659; 
Blumberg et al. (1991) "Organizer-Specific Homeobox Genes in Xenopus laevis 
Embryos," Science 253:194-196; 

Stachel et al. (1993) "Lithium perturbation and goosecoid expression identify a 
dorsal specification pathway in the pregastrula zebrafish," Development 
117:1261-1274; 

Evans et al. (1981) "Establishment in culture of pluripotential cells from mouse 
embryos," Nature 292:154-156; 

Martin (1981) "Isolation of a pluripotent cell line from early mouse embryos 
cultured in medium conditioned by teratocarcinoma stem cells," Proc. Natl. 
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